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A pyroglutamic acid salt of amlodipine is claimed. Thus, 
amlodipine in EtOAc was treated with (S) -pyroglutamic acid at 
25° followed by stirring for 1 h to give 95.3% amlodipine (S) - 
pyroglutamate . The latter showed improved stability on storage 
relative to the besylate, tosylate, and hydrochloride salts. 
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CMF C5 H7 N 03 

Absolute stereochemistry. Rotation (-) . 
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AB The title compds. (I) [Zl = (CH2)q, CO; Z2 = (CH2)p, CO; D = CH, CO, 

(CH2)m (where m = 0-3; p = 1, 2; q = 0-2); n = 0-2; Q = C, N; A = (CH2)x 
(where x = 1-5); A = (CH2)xl (where xl = 1-5) with an alkenyl bond or an 
alkynyl bond embedded anywhere in the chain; or A = - (CH2 ) x2 -O- (CH2 ) x3 - 
(where X2, X3 = 0 to 5, provided that at least one of x2 and x3 is other 
than 0); B = a bond or (CH2)x4 (where x4 = 1-5); X = CH, N; X2-X6 = C, N, 
O, or S and at least one of X2-X6 is C; Rl = H, alkyl; R2 = H, alkyl , 
alkoxy, halogen, (un) substituted amino; R2a, R2b, R2c = H, alkyl, alkoxy, 
halogen, (un) substituted amino, cyano; R3 = H, alkyl, arylalkyl, 
aryloxycarbonyl , alkyloxycarbonyl , alkynyloxycarbonyl , alkenyloxycarbonyl , 
arylcarbonyl, alkylcarbonyl , aryl, heteroaryl, cycloheteroalkyl , etc.; E = 
CH, N; Z = (CH2)x5 (where x5 is 0, i.e. a single or a double bond, 1, 2), 
or Z is (CH2)x6 (where x6 = 2-5), where (CH2)x6 includes an alkenyl (C:C) 
bond embedded within the chain or Z = - (CH2 ) x7 -O- (CH2 ) x8 - (where x7 , x8 = 
0-4); (CH2)x to (CH2)x8, (CH2)m, (CH2)n, (CH2)p and (CH2)q may be 
optionally substituted; Y = C02R4 (where R4 = H, alkyl, or a prodrug 
ester) , or Y = a C-linked 1-tetrazole, a phosphinic acid of the structure 
P(O) (OR4a)R5 [where R4a = H, a prodrug ester; R5 = alkyl or aryl, or a 
phosphonic acid of the structure P(0) (OR4a)2]] including all 
stereoisomers, prodrug esters, and pharmaceutically acceptable salts 
thereof are prepared These compds., e.g. cis-l-ethoxycarbonyl-4- [3- [2- (2- 
phenyl-5-methyloxazol-4 -yl) ethoxy] phenyl] pyrrolidin- 3 -ylacetic acid and 
cis-1- (6-trif luoromethylpyrimidin-2-yl) -4- [3- [2- (2-phenyl-5-methyloxazol-4- 
yl) ethoxy] phenyl] pyrrolidine- 3 -carboxylic acid, modulate serum levels of 
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blood glucose, triglyceride, insulin, and nonesterif ied fatty acid (NEFA) 
levels, and thus are particularly useful in the treatment of diabetes and 
obesity, especially Type 2 diabetes, as well as hyperglycemia, 
hyperinsulinemia , 

hyperlipidemia, obesity, atherosclerosis, and related diseases employing 
such substituted acid derivs . alone or in combination with another 
antidiabetic agent and/or a hypolipidemic agent and/ or other therapeutic 
agents. Disclosed is a method for treating diabetes, especially Type 2 
diabetes, and related diseases such as insulin resistance, hyperglycemia, 
hyperinsulinemia, elevated blood levels of fatty acids or glycerol, 
hyperlipidemia, obesity, hypertriglyceridemia, inflammation, Syndrome X, 
diabetic complications, dysmetabolic syndrome, atherosclerosis, and 
related diseases, which comprises administering to a patient in need of 
treatment a therapeutically effective amount of the compound I. Also 
disclosed is a method for treating early malignant lesions (such as ductal 
carcinoma in situ of the breast and lobular carcinoma in situ of the 
breast) , premaldgnant lesions including fibroadenoma of the breast and 
prostatic intraepithelial neoplasia (PIN) , liposarcomas and various other 
epithelial tumors (including breast, prostate, colon, ovarian, gastric and 
lung), irritable bowel syndrome, Crohn's disease, gastric ulceritis, and 
osteoporosis and proliferative diseases such as psoriasis, which comprises 
administering to a patient in need of treatment a therapeutically 
effective amount of the compound I. 
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Topological virtual screening: A way to find new 
anticonvulsant drugs from chemical diversity 
Bruno-Blanch, L . ; Galvez, J.; Garcia-Domenech, R. 
Faculty of Exact Sciences, Biological Sciences 
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A topol. virtual screening (tvs) test is presented, which is capable of 
identifying new drug leaders with anticonvulsant activity. Mol . 
structures of both anticonvulsant -active and non active compds . , extracted 
from the Merck Index database, were represented using topol. indexes. By 
means of the application of a linear discriminant anal, to both sets of 
structures, a topol. anticonvulsant model (tarn) was obtained, which 
defines a connectivity function. On the basis of this model, 41 new 
structures with anticonvulsant activity have been identified by a topol. 
virtual screening. 
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chlorophenyl) -1, 4 -dihydro-6-methyl- , 3 -ethyl 5-methyl ester (9CI) (CA 
INDEX NAME) 



MeO— C CI 




x C- OEt 
H 2 N- CH 2 - CH 2 - O- CH 2 q 



REFERENCE COUNT: 50 THERE ARE 5 0 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



= > 



